Objectives: To study the role of low-dose aspirin in prevention of pre-eclampsia .and 
I.

Background
Preeclampsia affects 2% -3% of pregnancies and every year is responsible for 60,000 maternal deaths worldwide. 1 The major goal of prenatal care at present is the early detection of onset of preeclampsia and to initiate aggressive therapy to prevent some complications in mother and the fetus. To achieve this , one must be clear about pathogenesis of a disea se, however preeclampsia remains the "disease of theories", reflecting the confusion that surrounds it . 2 Most authors 3, 4, 5 have agreed upon the imbalance between prostacyclin, a vasodilator and inhibitor of platelet aggregation thromboxane A2 with the opposing action of vasoconstriction and promotion of platelet aggregation. The consequent platelet activation may account for some of the major clinical manifestations of preeclampsia. 6 This imbalance is targeted by use of low dose aspirin in prevention of p reeclampsia. This triggered the multiple historical aspirin intervention trials 7, 8, 9 in altering the natural history of preeclampsia. Unfortunately all of them had variable results. The largest CLASP trial 7 raised a theoretical possibility that the benefits of antiplatelet therapy are confined to high risk women especially if started before 20 weeks of gestation. Royal College of Obstetricians and Gynecologists recommends the need of further trials in role of aspirin 10 . So the present prospective study was designed to find the role of low-dose aspirin in prevention of preeclampsia and its consequences and understanding its role in pathogenesis of preeclampsia.
II. Materials And Methods
This was a prospective randomized double-blind placebo controlled study. A total of 170 patients were enrolled between 12-24 weeks of period of gestation for the present study between August 2004 to July 2006 in the Department of Obstetrics and Gynecology, Government Medical College and Hospital, Chandigarh. The study was approved by the Hospital Ethics Committee. All antenatal women were screened, examined and investigated. After an informed consent the women were randomly allocated to receive Aspirin 75 mg ( group A) or starch tab (group B) once daily up to 34 weeks period of gestation. The inclusion criteria included: nulliparous women, pregnant women at extremes of age (< 20 years, > 35 years), multiple gestation, gestational diabetes mellitus / Type 1 diabetes mellitus / Type 2 diabetes mellitus, obese women (pre-pregnancy BMI >29), family history of hypertension, history of preeclampsia /eclampsia in previous pregnancy. The women who had history of hypersensitivity to aspirin, obstructive pulmonary disease, history of peptic ulcer, hepatic disease, long treatment with nonsteroidal anti-inflammatory drugs or previous history of abruption, were excluded from the study. Blood pressure was recorded on the right arm in the sitting position after a rest of half an hour using Korotkoff's phase V sounds. Ultrasound was done in every patient to confirm gestation and to rule out twins, ectopic pregnancy and hydatiform mole. At each visit medicati on was given in coded packages and the women were inquired about any side effects experienced . At every visit their blood pressure was recorded and examined for proteinuria. At the time of delivery, duration of labour and approximate blood loss was assessed and placenta examined for any apparent abnormality. APGAR scores at 1 and 5 minutes and birth weights were recorded at birth in all neonates. All babies were examined thoroughly by pediatrician in order to pick up any congenital malformations, any bleeding tendencies in the form of cephalhaematoma or intracranial bleeding or purpuras and also for the evidence of persistent pulmonary circulation. All the babies were routinely followed up to one year of age. At the end of study the data was collected and decoded. The qualitative data was represented in percentage and compared using Chisquare test. The quantitative data was represented in the form of mean+/-SD. It was compared using unpaired t-test. Changes in blood pressure were compared using Mann Whitney test. p value < 0.05 was taken as significant.
III. Results
Out of 170 women , 50 were lost to follow up hence not included in the study. Only the patients satisfying inclusion criteria were included (Table 1 ). Both the groups had similar risk profile subjects.
The mean age of patients was 24.67±3.27 and 24.96±3.10 years in gr oup A and group B respectively. The demographic characteristics in both the groups were similar. The mean age of recruitment into the study was 17.17 ±3.62 (group A)and 17.13±3.46 ( group B ) weeks of gestation. In aspirin group 8.57% developed gestational hypertension whereas in placebo group 12 % patients had gestational hypertension (p value >0.05). The mean blood pressures at various gestations in both the groups is shown in table 2. Preeclampsia developed in 0.83% in placebo group whereas no patient in study group had preeclampsia. (p value >0.05). The difference was not statistically significant. In placebo group, 11 patients( 22%) had preterm delivery whereas in aspirin group 8 patients (11.47%) delivered before 37 weeks.( p value >0.05) Table 3 . The evidence of IUGR babies was less in aspirin group(16%) versus 21.6% in group B. The mean blood loss was same in both the groups . There was no higher incidence of cases of abruption in aspirin group as it was stopped at 34 weeks long before onset of labour. The mean birth weight of babies in aspirin group was 2.73 ±0.46 kg and 2.7 ±0.49 kg in other group. SGA(<-1 S.D) babies were 16.9% as compared to 17.2% in placebo group (p value >0.05). The neonatal complications in both the groups were comparable. No evidence of any bleeding tendencies, neonatal jaundice, persistent pulmonary circulation was noted in neonates of aspirin group. Table 4 . Five women in study group complained of gastritis. No other significant side effects were observed.
IV.
Discussion
The hypertensive disorders complicating pregnancy are common and form one of the great triad along with hemorrhage and sepsis that contributes to large number of maternal morbidity and mortality. 11 The search for a preventive measure still remains challenging. An optimal intervention will aim at reversing the imbalance between prostacyclin and thromboxane A2. 7 thus aspirin has been studied in many doses with variable results. The incidence of hypertensive disorders in general population is 6 -8 % 12 whereas in our study incidence was 25% confirming the inclusion of high risk women. In the present study no difference was noted in incidence of preeclampsia among both the groups. Cochrane review analyzed all trials between 1994-2003 and their results showed a 19% reduction in risk of preeclampsia associated with use of antiplatelet a gents, 7% reduction in preterm delivery, 16% reduction in fetal deaths. 13 The number of IUGR babies was same in both the groups correlating well with results of Caritis et al and Golding J 8, 14 . Though there was trend toward less number of preterm deliveries in aspirin group (11.42%) than placebo group(22%) but this difference was statistically not significant may be because the number of subjects were less. This was in accordance with results of other studies. 7, 14 There were no apparent major complications noted in pregnant women and babies due to aspirin in our study.
V. Conclusions
Despite the high risk population studied in our study, the results appear to be much less promising similarly as shown by large trials till date. The discrepancy in success of small scale trials 15, 16 and failure of large scale trials 7, 8, 17 may be due to publication bias, with projection more on positive trials than with trials showing unpromising results. 18, 19 Based on the average risk of women included in these trials, about 70 women would have to be treated to prevent one case of pre -eclampsia, and 240 to prevent one baby death, 20 warranting the need of further multicentre trials involving large number of women. Hence further studies are required as there is still much to be est ablished in the role of aspirin with emphasis on studies with negative results also.
